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npoTMBoonyxojieBLie h aHTHBiipycHLie neimi^ti 
06jiacTb TexmncH. 

npe;uiaraeMOe H3o6peieHHe othochtc* k nem-HAaM h QejiKaM npOTHBOonyxoJieBOro h 

RHTHBHpyCHOrO tfeHCTBRH, a TaiOKC K JieKapCTBeHHtIM CpeflCTBaM Ha HX OCHOBe. 

) 

YpOBeHB TeXHHKH 

H3Becrabi npoTRBOonyxojreBBie neimmbi H3 rpynnu 6jieoMHUHHa (H.H. rtepeBO^HHKOBa 
KjiHHHHecKaa xnMHOTeparras onyxojieBbix 3a6ojieBaHHft, M., Me^Hmraa, 1976, c. 100-103). 
BjieoMimHHbi 0Ka3BiBaK)T npaMoe iwTOTOKCHHecKoe aeficxBHe Ha onyxojieBue kjictkh, 

OAHaKO BO3M0>KH OCTM HX npHMCHeHJIH B KJIHHHKe OrpEHHH CHM BWpaaceHHBIMH no60HHBIMH 

3$4>eKTaMH, npe^e Bcero co ctopohbi jierKHx h noneK. 

HaBecTHO npHMCHCHHC p€KOM6HHaHTHBix 6ejiKOB H3 rpynnbi HHTep4>epOHOB B Ka^eCTBC 
aicraBaTopoB npOTHBOonyxoJieBOro HMMyHHTeTa h hhthShtopob npojni$epamiH 
onyxojreBMx kjictok. Hirrep^epoHBi itphmchmiotch rjw jieneHHJi mhwkcctbchhoh mhcjiombi 
(Zee et al., J. Clin. Oncol., 1998, 16, 8, p. 2834-2839), 6ojie3HH XojpKKHHa (Aviles et al 
Leuk. Lymphoma, 1998, 30,5-6, p. 651-656), mhgjioh^hoh jiefiKeMHn (Gilbert, Cancer, 1998, 
83 ,6,p, 1205-13)* OOTaKo BBicoKaa ctohmocte> HHTep<J>epoHOB aejiaeT hx MajiOAocTynHMMH 
gjw umpoKoro KjiHHHHecKoro npHMeHeHHH. flpyrHM orpaHHHeHHCM cjiyacaT no6oHHBie 

34>$eKTI>I 7 CB^3aHHBie C B03MO)KHOH nHpOreHHOCTBK), HMMyHOreHHOCTBK) H ApyTHMH 

He^cejiaTejibHbiMH csoHCTBaMH peKOM6HHaHTHoro HHTep^epoHa. 

H3BecTHbi npe^jio^eHH^ no HcnoJib30BaHHK) nenraAHBix HHayKTopoB anonTO3a b KanecxBe 
noTeHUHanbHbix npoTHBonyxojieBtix npenapaTOB (Rutledge, Chin and Schepartz Current 
Opinion in Chemical Biology, 2002, 6, p. 479-485). OflHaico KJiHHHHecKHe nepcneKTHBM 
3Toro HanpaBjieHH^ ocTaioTCii HewoyHeHHBiMH. B Hacroflmee speM* Ha cTa#HH pa3pa6oncH h 
KJiHHHnecKHx HcnbiTaHHH b KanecTBe npOTHBOnyxojieBtix cpe/jCTB HaXO#HTCfl psA 
SejiKOBbix npenapaTOB uhtokhhoboh npHpo^w (SK Narula, R Coffman, eds. New cytokines 
as potential drugs, Birkhauser Verlag, Basel, 2000, 141 pp.). HaH6oJiBinyK> H3BecraocTb 
nonyrajio HCnojn>30BaHne HHTepjiefiKHHa-2 , oah&ko bbicokoh tOkchhhoctb h ctOhmocti> 



peKO M6iiHaHTHOro KHrepjieHKHHa-2 orpaHHHHBaiOT ero npHMCHCHHe B IIIHpOKOH 
oHKOJiorHnecKOH npaKTHKe. 

H3BecTHO npHMeHeHHe 6ejiKOB reMOUHaHHHOB h apHJi<j)opHHOB b KanecTBe aKTHBaTopoB 
HMMyHHoro otbcte h npoTHBOonyxojieBMx areHTOB ( naTeHT CUIA N° 5231081). 
HecMOTpM Ha Hajnraie nepe^HcueHHtix Btmie h #pyrax pa3pa6oroK 3 onncaHHBix b 
jniTepaType, Tepanna OHKOJioraraecKHx 3a6ojieBaHHH bo mhothx cjiynanx ocTae-rcs 
Majio3^4> eK ™ BH °S H npaicrHHecKH Bceraa bbicokotokchhhoh h jjoporoeTOHiiieH. rio3TOMy 
noHCKH hobwx nozixoitoB k Tepanini onyxonefi ocraiOTcs oahom H3 Han6ojiee octpbix 
npoSjieM coBpeMeHHofi Mezuimmti. 

H3BecraLi HMMyHOMOjryjiHpyioiijjie nerrratfhi - ajijio^epoHbi (naTeHT Pocchh N° 2172322). 
Ochobhoh o6jiacTbK) npHMeHerara ajuio<|)epOHOB hbjihctch jienemie snpycKbix HH(|)eKixHH. B 
to ace BpeMfl HMeiOTC5i CBeAeHM o npoTHBOonyxojieBMX CBOHCTBax ajino(J>epoHOB 5 

OCHOBaHHBIX Ha aKTHBaUHH MexaHH3MOB npOTHBOOIiyXOJieBOrO HMMyHHTeTa - HHTep4>epoHOB 

h ecTecTBeHHBLx KHUJiepOB (Chernysh et aL, Proceedings of National Academy of Science, 
2002, 99, p. 12628-12632). Ajuio$epoHM hbjihiotch Han6ojiee 6hh3khmh anajioraMH 
npe^JiaraeMoro H3o6peTeHHa no XHMHHecKOH CTpyKType h MexaHH3My jxeRcmwi. 

CymHOCTL Pi306peTeHIM. 

3KcnepHMeHTajibHBie HCCJiewBamD* npoTHBOonyxojieBoii aicriiBHOCTH ajuio^epoHa noKasajiii, 
hto 3tot nenTM no^aB^ex pocx CHHreHnoro onyxojieBoro TpaHcnnaHxaTa y MLiuieft h Ha 
3tom ocHOBaHHH M05KeT QhiTb oraeceH k nepcneKTHBHMM npoxHBoonyxoneBMM npenapaTaM. 
3<jxj>eKT anno4>epoHa peaji.H3yeTC3 Ha ypoBHe cwcTeMnoro oxBeTa opraroi3Ma Ha 
TpaHCnjiaHTHpOBaHHyio onyxojiB. B to >ice speivia Ha kjicxohhom ypOBHe BjraaHHe ajnio^epoHa 
Ma npojiH^epaiiHK) onyxojiH OKaakraaeTca 6ojiee cjio>khlim. B HacraocTH, 3KcnepHMeHTti in 
vitro noKasanH, to> ajuio<i>epoH, b 3aBHCHMOCTH ot KOHxjeHTpaijHH b KyjiBxypajiBHofi cpe^e, 

MO>KeT KaK HHriiDHpOBaTb (B 06iiaCTH BblCOKHX KOHUieHTpamiH), TaK H CXHMyjIHpOBaTB (b 

oSjiacTH hh3khx KOHijeTpaitHfi) nponH^epauHK) onyxojieBux kjictok. Hammm 
pocTCTHMyjinpyionjefi aKTHBHOcxn orpaHHHHBaeT bo3Mo>khocth HcnojiL30BaHiLq ajiJio4>epoi-ia 
xepanHH onyxojieft> ryje no^aBjieHHe npojiH^epauiHH MajiHTHH3HpoBaHHbix kjictok 
aBjineTc^ ochobhoh uejiBK) jieMeHHH. 

3aAanefi Hacraamero h 3 6 peTeHHja jibjihctcji pa3pa6oTKa npenapaTOB, KOTOpBie, coxpamm 

HMMyHOMOAVJlHpyiOmHH MCXaHH3M ACHCTBHH ajIJlOC^CpOHa, B TO >KC BpCMH o6jiaAajIH 6bl 
CHH>KCHHOfi pOCTCTHMyjIHpyiOmeH aKTHBHOCTBK) H nOBBIUICHHOH aHTHnpOJlH^epaTHBHOH H 
UHTOTOKCHHeCKOH aKTHBHOCTBIO B OTHOUieHHH OnyXOJieBHX ICJieXOK. 



C 3toh uejitio pa^paSoTaHO hoboc ccmchctbo nemrmOB, OTJiHnaiomHxCH ot ajmo4>epOHOB h 

ZipyrHX 6HOJ10rH^eCKH aKTHBHBIX COe,HHHeHHH CTpyKTypOH, MeXaHH3MOM #eHCTBH£ H 

aocTHraeMWM repaneBTH^ecKHM s^^ktom, 

ripeAiiaraeivtaH rpynna coeflHHeHHH othochtch k jihhghh&im nerrra^aM, CTpoeHne KOToptrx 
onHCtiBaeTc^ cjieAyiomeii CTpyicrypHOH (^opMyjiofi; 
Xi Trp Gly Gin X 2 (1) 

tjxc Xi OTcyTCTBycT, jihoo co,ziep>iaiT He MCHee 1 aMHHOKHCJiora, 
X 2 OTcyTCTBycT, jiifoo coxcep>KHT He MeHee 1 aMHHOKHCJiOTbi. 

IIpH pa3pa6oTKe HacTo^mero n3o6peTem«i b KanecTBe 6a30BOH CTpyicrypbi 6biji Hcnojib30BaH 
nenra^ npe^CTaBjieHHBiii b Ta6jimje 1 non Ha3BaHHeM ajuiocTaTHH 1 (SEQ ID NO 1). 

j AjIJIOCTaTHH 1 OLIJI CHHTeSHpOBaH MeTOAOM TBep^O$a3HOrO CHHTC3a H HCnOJH>30BaH JIJ1A 

HsyneHHS SHOJioraraecKoiS h TepaneBTmecKOH aKTHBH octh npe^jiaraeMbix nenmaoB. 
HccjieaoBaHHH, pe3yjn>TaTbi KOTopbix cyMMHpoBaHw b npHBe#eHHbix hh>kc npHMepax, 
noKa3ajiH ? hto ztamibrH neirmA 06jia#aeT npOTHBOOnyxojieBOH aKTHBHoCTbio, ocHOBaHHOfi na 
npiiMOM no^aBiieHHH npojiH^epaixHH onyxojieBbix kjigtok h ycHJieroiH onpeaeneHHbix 

3B€HB€B IipOTHBOOnyXOJieBOrO HMMyHHTeTa, 

KoMntiOTepHbiH aHajiH3 6as aaHH&ix no CTpyicrype h CBOHCTsaM 6ejiKOB h nerrra^OB 
ycTaHOBMji, hto AaHHoe coeAMHeHiie othochtct k hobo My HensBecTHOMy paHee ceMencTBy 
BuojioraqecKH aKTHBHbix nerrnraoB. OpHrHHajibHan CTpyKTypa npe^jiaraeMBix nermmoB 
oSecne^HBaeT uocTimeHiie HOBoro tcxhhhcckofo ypoBHH - bo3mo>khocth 3<J)^eKTiiBHoro 
noAaBjieHna onyxoneBoro pocTa h jieneroiH Ha 3toh ocHOBe OHKOJioniHecKiix 3a6ojieBaHHH, 

AHaJIH3 TOMOJIOrHH a^HOKHCJIOTHblX CHKBCHCOB aJIJlOCTaTHHa 1 H H3BSCTHBIX 6eJIKOB H 

neiromoB, BbmojmeHHMH npn noMomn nporpaMMbi Blast search no MaTepnaraaM 6a3M 
AaHHBix Swissprot, bbi^bpiji pm CTpyicrypHbix aHajioroB npejyiaraeMbix nemra^oB. 3th 
^aHHBie cyMMHpoBaHKi b Ta6jiHue 1. 

BbmBjieHHbie chkbchcbi c bsicokhm ypoBHeM roMOJiornn no othouichhk) k ajuiocTaTHHy 1 

npHHaHJlOKaT K 0£HOpO£HOH C TOMKH 3peHHH CTpyKTyptl, (j)yHKIJHii h npOHCXOK^eHHH 

rpynne coe/umeHHH - npnoH obbim SenicaM (PrP), npHOHOBbie Scjikh (npHOHBi) 
npo^yuHpyioTc^ KJieTKaMH pa3JiHHHOH TKaHeBofi npHHa^Jie>KH0CTH mhothx bh#ob 
^chbothbiXj b tom HHCJie nejioBeica h .apyrax MJieiconHTaiomHX, OyHKUHH npiioHOB b HopMe 
ocTaioTCH MajiOH3y^eHHMMH. B to :ace speMfl H3BecxHO ? hto npH onpeaejienHBix ycjiosnax 
npHOHu MoryT npeTepnefiaxb KOHc^opMai^noHHBie H3MeHeHH5i, b pesyjibTaTe KOToptix 
B03HHKaeT naTOJioranecKaH H3o<|>opMa scrapie, OTBeTCTBeHHaa 3a pa3BHrae HeKOTopbix 
Heiipo#ereHepaTHBHi>ix 3a6ojieBaHHH. 3pejibiH npHOHOBbiii 6ejiOK o6bihho co,aep>KHT 6ojiee 



200 aMHHOKHCJiOTHfcrx oct&tkob. naTOjiorxraecKHe CBOHCTBa npHOHOB CBH3am>i c 
4>parMeHTaMH, ro mo jiofhhhbimh <}>parMeHTy 114-134 PrP I 6bnca, b oco6eHHocra 
aMHJioH^HOMy nmpo4>o6HOMy yHacncy AGAAAAGA 3Toro 4>parMeHTa (Kourie, J.L Chem. 
Biol. Interact, 2001, 138, 1-26; Taylor, S.C., Green, K.N., Smith, LF. & Peers, C. Am. J. 
Physiol Cell Physiol, 2001, 281, 1850-1857). AjuiocTaTHH 1 roMOJiorw^eH 
noBTop^iomnMC5i y^acTKaM 64-75, 72-83, 80-91, 87-98, 96-108 ii cTpyierypHO coBepineHHO 
OTjiH^eH ot ynacnca 114-134 PrP I. TecHoe CTpyicrypHoe cxoactbo 3thx yHacncoB h 
npeAJiaraeMBix nenmnoB (HanpHMep, b ynacTKe 96-108 PrP I 6biKa coBna^aiOT c 
ajuiocTaTHHOM 1 1 aMHHOKHCJioT H3 13 hjih 84%) npejinojiaraeT h cxozictbo 6HOJiorHHecKoft 

OKTMBHOCTH. ITo3TOMy C BblCOKOH CTeneHBK) BepO^THOCHi M03KHO npeOTOJIOjKHTb, HTO 

(^parMeHra npHOHOB MjiexoiiHTaioiijHx, roMOJioraHHbie npejuiaraeMbiM 
npoxHBOonyxojieBMM nenra^aM, TaioKe o6jia#aiOT cxoahoh npoTHBoonyxojieBofi 

OKTHBHOCTblO. MexaHH3M BepOJJTHOFO npOTHBOOnyXOJieBOrO #eHCTBHfl 3THX (J)parM eHTOB 

Hen3BecTeH, o#HaKO ecrb ^aroibie, corjiacHO kotopmm npHOHBi HMeiOT OTHonieHHe k 
peryjramH aKTHBHOCra T-jihm$oiihtob (Mabbott, N.A., Brown, K.L., Manson, J. & Bruce, 
M.E. Immunology, 1997, 92, p. 161-165). T-jihm^oixhtbi, b cboio onepesb, Hrpaiox 
KmoneByio pojib b peaKtpaHX npoTHBoonyxojiesoro HMMyHHTera 

CTpyKTypHo-<JyHKUHOHajTLHoe cxo^ctbo c ^parMeirraMH npHOHOB MJieiconHTaiomHx 
nosBOJineT BBi^ejiHTB noTeHijHajiBHo BapHaGejitHBie ynacncH cHKBenca npe# Jiarae mux 
nenmzsoB, b kotopbix saMeHa cocTaBa h nop^Ka cjieAOBamia aMHHOKHCJioT He oKa^ceT 
cymecxBeHHoro Bmmmm Ha 4>yHKUHOHajii>Hi>ie cBOHCTBa MOjieKyjiM b ucjiom. C yneTOM 
pacnpe^ejieHHa: BapHa6ejibHbix h KOHcepBaTHBHBix ynacTKOB aMKHo khc jiothbix 
nocjie^oBaTejiBHOCTefl, npHBe#eHHbix b Ta6jiHue 1, o6mafl CTpyicrypHaji 4>opMyjia (1) 
BKHfonaeT ji&q BapHa6ejibHbie 30Hbi Xi h X 2 , pa3AeneHHbie KOHcepBaxHBHOH 
nocjieAOBaTejiBHOCTBK) H3 aMHHOKHCjiOT TpHnTO(|)aHa 5 rjTumiHa h rjiioTaMiffla (Trp-Gly- 
Gln). Bapna6euBHBifi y*racTOK Xi Mo^ceT otc y tctbob axb huh coAep^caxt 5 h 6ojiee 

aMHHOKHCJIOT. BapHaSeJIbHBIH yqaCTOK X 2 MO>KCT OXCyTCTBOBaTb hjih co£ep>KaTk j\o 7 H 

6ojree aMHHOKHCJiOT. Ilpn 3tom npe^jiaraeMbie nenxH#bi Moryr bxo^htb b cocTaB 6ojiee 

KpyilHBIX aMHHOKHCJlOTHBIX nOCJie^OBaTCjIBHOCTCH B KaneCTBC $yHK2JH0HajTBHO Ba^CHOH 

qacTH ApyrHX nojinnenxHAOB h 6ejrKOB 3 HanpHMep npnoHOBbix 6ejiKOB c #jihhoh uenn %o 

250-300 aMHHOKHCJiOT. 

Coe^HHeHHM npe^JiaraeMOH CTpyicrypbi, npeACTasjieHHbie ajuiocTaTHHOM 1, CHHxesnpOB aHBi 
c HcnojiB30BaHHeM TBepAO(|)a3Horo Mexo^a cHHTe3a h oxapaierepH30BaHBi Mexo^aMH 
BBicoK03$4 )eKT HBHOH >kh£kocthoh xpoMaxorpa<j>HH h Mace cneKTpOMeTpHH. Ohh MoryT 
Sbitb nojiyneHbi b BH#e 3<})HpoB, cojieii, aMH^OB hjih hhbix (JmpMarjeBXHHecKH npneMJieMbix 



np0H3B0£Hbix. riOMHMO xhmkhcckofo CHHrcsa, npe/uiaraeMBie nenraflBi mo>kho nojiynaTb 
MeTo^aMH reHHofi HH»;eHepHH hjih H3BjieKaTi> hx H3 npupoflHtix hctohhhkob. 
flpyniMH cTp>TcrypHi>rMH aHaJioraMH npe^JiaraeMbix nenra^OB ^bjihiotce ajuio^epoHw, 
o6man CTpyierypHafl 4>opMyjia KOTopux AaHa b naTeHre Pocchh N° 2172322. Pe3yjn>TaTi>i 
cpaBHHTejiLHoro aHajnm CTpyicrypHBix cj)opMyji anjio<})epoHOB h npeAJiaraeMLix nenmnoB, 
anjiocTaTHHOB, npHBeaeHbi b Ta6jrauax 2 h 3. B TaGjiHue 2 conocxaBiieHa cTpyicrypa 
ajuio<j>epoHa 1 (SEQ ID NO 12) h ajuiocTaraHa 1 (SEQ ID NO 1), jiByx xapaicrepHbix 
npcacTaBHTejreH cpaBHHBaeMbix ccmchctb neirnwoB. H3 cpaBHeHHK bh#ho, hto 3th 
nenumti pa3JixiMaK)TCH aMHHOKHCJiOTaMH b no3HUH5ix 6 h 11, npezicTaBjieHHbix y 
anjio<t>epoHa 1 itj cth#hh om h BajnmoM, a y an jiocTaTHH a 1 TpHrrro(j)aHOM h TpeoHHHOM, 
cooTBeTCTBeHHO. E[o3huhh 6 h 1 1 cocTasjmoT HeH3MCHHyio HacTB ii xapaKTepm>iH npH3HaK 
fccex ajuio(j)epoHOB corjiacHO naTeHTy Pochh N° 2172322. SaMeHa aMHHOKHCJiOT b 3thx 

n03HipiflX Ha TpHTTTO^aH H TpeOHHH npHBOftHT K JiCeJiaeMOMy H3M GHCHIIIO 6HOJIOrHHeCKOH 

aKTHBHOCTH h TCpancBTHHCCKoro 3(j)(|)eKTa ? KaK nOKa3aHO b npHBe/teHHBix mvKQ npHMepax, 
ConocTaBjieHHe o6ihhx CTpyicrypHtix ^opMyji (Taojnma 3) noica3MBaeT 3 hto cocxaB 
KOHcepBaTHBHBix ynacTKOB h pacnojio^ceime BapHa6ejii>m>ix ynacTKOB b cocTaBe MOneKyjiw 
ajuiocTaTHHOB h ajuio4)epoHOB KanecTBeHHo pasjnraaiOTejL Ha 3TOM ocHOBaHHH ohh Moryr 
6mtb oTHecenbi k jspyM pasHMM ceMeficTsaM nenrasoB, 

CBeaemM, noaTBep^caaioiiijie bosmo^khoctb ocymecTBJieHHH H3o6peTeHH5L 
IIpHMep 1. Chhtc3 ajuiocTaTHHa 1 

nenmzi;, coctohluhh H3 13 aMHHOKHCJiOT, cooTBCTCTByionjHX CTpyiCType ajuiocTaTHHa 1 ? 6mji 
CHHTeSHpOBan mctcxhom TBepAO$a3HOro CHHTeaa Ha aBTOMawjecKOM MHOroicaHajiBHOM 
cHHTC3aTOpe Multisyntech GmbH Witten c Hcnojn>30BaHHeM Fmoc-(N-[9-$jiyopeHHJi] 
MeTOKCHKap6oHHJi)-3aMemeHHi>ix aMHHOKHCJiOT. O^HCTKa cHHTC3HpoBaHHoro nenmaa 
npoHSBOAHJiact MeTO^OM o6paTHO$a3Hofi B35KX Ha xpoMaTorpac^e Shimazu LC8 c kojiohkoh 
Chromasil CI 8, 10 mm. HHCTOTy nonyneHHoro neirnma KOHTpojiHpOBajiH TaioKe MeTO^OM 
(Phc, 1). KoppeKTHocxb CHHTesa noOTBep^eHa MaccneicrpoMeTpHHecKH MeTOflOM 
MALDI-TOF Ha npn6ope Finnigan TSQ 7000 (pnc 2). 3KcnepHMeHTajH>H0 ycTaHosjieHHas 
Macca nenraAa cooTBeTCTsyeT pacHeraOH, pa3JiH™# n&xomTCx b npeAejiax ohih6kh 

H3MCpeHHH. 
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HpuMep 2. BjiHflHHe ajuiocTaTHHa Ha noojin(beoamiio onvxojieBMx KJieroK in vitro 

U,ejIBK) SKCnepHMCHTOB . H3JTOMCCHHBIX B HaCTOfllljeM paS^eJie, 5IBJIiieTC5I CpaBHHTejItHblH aHaJIH3 

bjthhhhh ajuiocxaTHHa h ajuio^epoHa Ha npojiH<t>epaimio onyxojieBBix kjictok. CpaBHHBajm 
3$4>eKT aji jiocTaTH h a 1 h ajuio^epoHa 1 b KOHqeHTpaujiax 0.001, 0.01, 0.1, 1 h 10 mkt/mji Ha 
n po jih (J) 6 P&TH bh\to aKTHBHOCTB b MaccoBOfi KyjiKiype onyxojieBtix kjictok jihhhh P388#l. B 
nyHKH 24-JiyHOHHbix ruiaHineTOB BBiceB&HH no 5000 KJieTOK, cycneimHpoBaHHBix b 2 mji cpczra 
RPMI 164. B orn>rrax HcnoJiBSOB&nH cpcny, co#ep>KamyK) 5% (j)eTajn>HOH cbibopotkh TencHKa 
npoH3BO^CTBa 4>hpmm «Ehojiot». IIpenapaTBi bhochjih b jiyHKM b 0.2 mji toh ^ce cpeuLi cpa3y 
nocjie noceBa kjictok, b KOHTpojie bhochjih 3KBHBajieHTHoe kojiotcctbo cpeau 6e3 npenapaTOB. 
KojiHnecTBO kjictok b 1 mji HHKyGaiiHOHHOH cpe,m>i onpczjejiajiH c noMOiubio KaNtepbi ropneaa. 
Ha ochobc 3-x h c saBHCHMbix onpejiejieHHH paccwn>iBajm cpczmee KOJimecTBO kjictok b 1 mji 
iihkv 6ai£H ohhoh cpeziLi nepe3 21, 44, 90 m 1 14 nacoB nocjie Hanajia ontiTa. 
Ha pHcyHKC 3 npcacTaBjieHa xapaierepHafl KapiHHa bjihahhh ajuiocTaTima h ajuio4>epoHa Ha 
AHHaMHKy pocTa nonyjDmHH onyxojieBbix kjictok. B KanecTBe KpHTcpua oijchkh 
aHTHnpojm^epaTHBHOH aKTHBHocrH npenapaTOB 3jx,QCh BBi6paHa BejiHHHHa rcpa-mocm pocTa 
nonyjiaixra 3a 90 ^acoB Ha6 jiioachm , onpe^ejiseMaii kok coothohichhh KOjnraecTBa kjictok Ha 
jiymcy b Hanajie h kohuc nepHo^a HHKy6ai|HH. 3a 3tot nepHO# b Kompojie kojihhcctbo kjictok 
B03pocjio npHMepHO b 30 pa3. B npHcyTCTBHH npenapaTOB kojihhcctbo kjictok 

COOTBCTCTBCHHO, CKOpOCTB npOJIH^CpaaHH CHH^CaJIHCb AOSO^aBHCHMBIM 06pa3OM. TIpH 3T0M 

ajuiocTaTHH b ^nana30He KOHueHTpamiH 0.001-1 mkt/mji b 3-7 pas npeBocxo^nji ajuio^epoH no 

aHTHnpOJIH^CpaTHBHOH aKTHBHOCTH. AjIJIOCTaTHH B KOHU,CHTpaiXMH 10 MKr/MJI npaKTH^ICCKH 

nojiHOCTBK) npeicpaTHJi pocT nonyjmunH onyxojiesBix kjictok b Ha6jno£aeMJbiH nepHO&, 
TaKHM o5pa30M, ^aHHtin npHMep ^cMOHCTpupycT Hajinnne y ajuiocTaraHa 
aHTHnpojiii4)epaTHBHOH aKTHBHOCni h ero npeHMymecTBO b 3tom othoihchhh no cpasHeHmo c 
ajuio^epoHOM. 

ITpHMep 3. B3aHM0^eHCTBne ajiJiocTaraHa h npoTHBOonyxojieBi>ix uhtocththkob in vitro 

B 3tom npuMepe npHBCueiflbi MaTepHajrw, ^eMOHCTpnpyiomHe B3aHMo,ncHCTBHe ajuiocTaTHHa h 
KJiaccHnecKoro uHTOCTaraKa, qHKjio^oc^aMHtfa, b othoihchhh no^aBjieHH^ kjiohotchhoh 

aKTHBHOCTH OnyXOJICBBIX KJICTOK. IIOKa3aTejIB KJIOHOTCHHOH aKTHBHOCTH no3BOJi^eT 

onpe^ejiHTb, KaKaa rojw onyxojieBtix kjictok H3 o6mero nyjia cnoco6Ha ^asaTb 
^cH3Hecnoco6HBie kjiohbi h TaKHM o6pa30M y^acTBOBaTB b poctc h pacnpocTpaHCHHH onyxojiH. 

OCHOBHaH U6JIB XCMOTCpannH COCTOHT B yHHHTO^CCHHH HM6HH0 3THX aKTHBHO 

npo jih 4>epnpyK)iUHx kjictok. 
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MerOOTKa nodaHOBKH SKCneprorfeHra cocTOnjia b ciie^yiOmeM. KjiencH jthm^ohotqh 
Heoiuia3MBi MtnuH jdchhh P388^1 KyjiBTHBHpoBajiH b cpeae RPMI 1640 ; co^epKaioefi 
rjiyraMHH, reHraMHUKH h 10% 3M6pHOHajii>Hofi cbibopotkh Tejiemca «Higb clone». IIpn 
nocTaHOBKe onBnra b jrqeiiKH 24-jiyHOHHBix Kyji&TypajiBH&ix ruiaHineTOB bhochjih no 100 KjieTOK 
P3887J1 b 1 mji cpe^Li yKasaHHoro cocraBa. Cpasy nocjie stoto b nyuKii bhochjih no 0,1 mji 
cpe^bi 6e3 npoBepaeMiix npenapaTOB ( KOHTpoJibHbie jiymai ) hjih c npenaparaMH. Ka>Kjibrii 
BapMaHT ontiTa 6bui nocTasueH b Tpcx HC3aBHCHMBix noBTopnocTHX. Komrqecrao kjiohob 
no^CHHTBmajiM nepe3 7 uhcm nocjie Havana KyjiBTHBpoBamDr. 

KaK bhoto H3 TaSjiHiibi 4, b ycjioBHiix naHHoro aiccnepHMeHTa okojio 15% onyxoiieBMX kjigtok 
o6pa3osajDi >KH3Hecnoco6HBie kjiohh. Hh i^KJio^oc^aMH^ hh ajuiocTaraH, B3nrae b 
OTOejiBHocTH, He OKasanw 3aMexHoro Bimzmvi Ha npouecc KjiOHHpoBaioiH . B to tkq BpeM* hx 
coneTaHHe c>TnecTBeHHo chh3hjto KjioHoreHHyio aicraBHocTB onyxojieBwx KneTOK, 
nponopuHOHajr&Ho #ose ajiJiocxa-nma. 

HacTomnHH npiiMep noicasBiBaeT, hto ajuiocxaTHH HMeeT nepcneicraBBi Hcnom>30BaHna b 

KOM6HHHpOBaHHOH XC MOT6paiIHH OnyxOJl6H B COH6TaHHH C UHTOCTaTHKaMH THOa 
UHKJlO^OC^aMUHa. 

IIpuMep 4. IIpoTHB oonYxojieBoe aeftcTBHe ajiJioeraTHHa Ha Moaejin nepesHBHi>ix 
onyxojieH v MBipaefi 

JIaGopaTopHMM MranaM jihhhh DBA-1 no^icoicHo npHBHBajin no 3000 onyxoiieBBix kjictok 
chhtchhoh jihhhh P3 88,1(1. Ha cjie^yioinHH nem> xvhbothmc 6buih paanejienbi Ha 4 
3KcnepHMeHTajiBHBie rpynnu. B nepBoft rpynne ohh nojiynajra tojibko ajijiocTaraH nonxo^cHO b 
#03e 25 MKT Ha 4, 11 h 18 cyncn nocjie rpaHcmiaHTanHH onyxojieBBix kjictok; bo BTopon 
rpynne KOM6HHaximo HHTOCTaTHKOB mccjio^oc^aMHma (0.56 Mr), ^OKCopySnaHHa (0.036 Mr) h 
BHHKpncTHHa (1.05 mkt) b ^chb TpaHcnjiaTaLUiH, nepe3 7, 14 h 21 cyneH; b TpeTbefi rpynne 
ajijiocTaraH h KOM6HHaiiHK) UHTocTaTOKOB no toh cxeMe. B ^eTBepTofi rpynne (kohtpojib) 
^khbothbim b Te >Ke cpoKH bboahjih pacraopHTenb (0.9% NaCl). 

B KOHTpojiBHon rpynne najiBnnpyeMBie onyxojin b MecTe TpaHcnjiaHTauHH KjieTOK Haqajin 
nOHBjiHTBCH nepes 20 ^Hen ? qepe3 25 ah6h Bee mbihih hm6jih rannHHtie noflKoacHO 
pacnojio^ceHHbie onyxo/m pa3MepoM ot 5 ao 26 mm b anaMeTpe (Phc. 4). B rpynnax, 
nojiynaBiuHX oraejiBHO ajuiocTaTHH hjih UHTOCTaTHKH, onyxojin noaBJiajiHct c saflepaocoH, y 
HeSojiBiuoH nacra >ichbothbix onyxojiH He c^opMHpoBajiHCB Ha npoTK>KeHHH Bcero cpoxa 
Ha6jnoAeHHH. B to :ace BpeMJi co^eTaHne ajijiocTaraHa h i^HTocTaTHKOB o6ecne™jio pe3Koe h bo 
mhothx cjiynaHX Heo6paraMoe npoTHBOonyxojieBoe ^eftcTBHe. B 3TOH rpynne tojibko y 40% 
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MMmefi c<j)opMHpOBajiHCb onyxojiH b TenCHHe nepHO^a HaSmonemw (P< 0.001 no OTHOineH!^ 
k KOHTpojiK) h P< 0.05 no oTHOiiieHHio k rpynne, nojiyMaBinefi tojibko ucHTocxaTHKH). 
flaHHBiH npHMep, KaK h npHMep 3, CBimeTejiBCTByeT, hto amiocTaTHH 0Ka3bmaeT Bbipa>KeHeo« 
npoTHBOonyxoncBoe flefiCTBiie npn itphmchchhh b coneTam™ co cpe#cTBaMH craaaapraoH 
xeMOTepaxiHM, innpoKo Hcnojii>3yeMKiMH npH jieneHHH jieiiK030B h #pyrax OHKOJiorrrqecKHx 
3a6ojneBaHMH. 

HpHMep 5, HMMYHOMoavjiHpyioniaH (HHTepcbepoHoreHHafl) aKTHBHocn> ajiJiocraTHHa 

AjUI04>ep0HBI OTHOCflTC* K HMMyHOMOZtyJISTOpaM, MexaHH3M £eflCTBH55 KOTOpLIX CBfl3aH C 

liPmyicrmeH CHmre3a HHTep<j>epOHOB jieiucouHTaMH icpoBH (Chernysh et aL, Proceedings of 
National Academy of Science, 2002, 99, p. 12628-12632). OtfHa H3 uejieft HacroHinero 
H3o6pexeHHfl cocroiuia b coxpaHeHHH HMMyHOMoayjiHpyioHjero aeficTBHJi b cneicrpe 
OHojiormecKOH aKTHBHOCTH ajmocTaTHHOB. HacTo^mHH npHMep HJUnocTpHpyer 

HMMyHOMOAyJIHpyiOircyK) aKTHBHOCTB aJIJIOCTaTHHa 1 Ha MO^ejTH HH^yKUHH CHHTC3a 

HHTep^epOHa jieHKOmrraMH nejiOBeKa in vitro. 

06pa3m>i noHopcKOH KpoBH CMeimraajiH c boahlim pacxBopoM Hcm>rryeMoro npenapaxa h 
Kyju>xypajibHoii cpe^ofi b OTHomeHHH 1:1:8. KoHenHaa KOHi^eHxpaura npenapaTOB b 
iiHKy6ai^HOHHOH CMecH cocTasjiajia 0 (kohtpojib), 0.01 , 0.1, 1 hjih 10 mkt/mji b pa3JimH^rx 
BapnaHTax ontim 3Ty cxiect HHicy6npoBajiH b Te^eHne 24 h&cqb npn 37°C b CQ 2 xepMocTaTe. 
3aTeM KjiencK KpoBH osijih oca^eHbi ueHTpH^yrapoBaHneM. ELocjie 3xoro cepnajibKbie 
pasBeaeHiia nojiyneHHoro cynepHaTaHTa 6hvm noMemeHbi b jiyHKH 96 -jryHo^moro njiamneTa, 
co^epacamHe mohocjioh TecT-KyjiBTypBi kjictok L-41, h nponHicy 6npOB aHBi 24 h b Tex >Ke 

yCJIOBHHX. 3aTeM MOHOCJIOH KJieTOK 6BIJI HH(j)HIXHpOBaH BHpyCOM Be3HKyjI^pHOrO CTOMaTHTa B 

#03e, paBHOH 100 lOT^so (fl°3a, Bbi3biBaioma5i ra6ejn> 50% kjictok mohocjioh) h 
npoHHKy6HposaH 18h npH 37 6 C. 3aieM kjictkh 6bijih oKpameHBi 0.1% pacxBopoM KpacHTejin 
KpHCTajiBHbifi <J)HojieTOBi>iH. J^ojlh paspymeHHoro BHpycoM mohocjioh 6i>uia onpeziejiena nyTe.M 
H3MepeHH>i omrrqecKofi iijiothocth 3KcxparHpoBaHHoro KpacHTejia npn #jiHHe bojihbi 590 hm. 
ITo Jiy neHH tie 3HaHeHHs cpaBHHBajiHCB c 3(J)$eKTOM pe4>epeHC-npenapaTa HHTep(J>epoHa-ajib<|)a h 
nOJiyneHHEift rarp HHTep$epOHa pacwn>iBaiiC5i b eAHHHuax (ME) aHTHBHpyCHOH aicraBHOCTH 
HHTep$epoHa-ajiB(|)a. Ha pncyHKe 5 cyMMnpoBaHBi pesyjiBTaTBi HCcne,aoBaHHfl o6pa3uoB KpoBH 
6 ^ohopob, B3Jm>ie b ziByx aHajiHTHHecKHX noBTopHOCTax (scero 12 onpeAejieHHfi jxm ksokjxoh 
tohkh). 

IIpHBeAeHHBie pesyjIBTaTBI CBHfleTeJIBCTByiOT O TOM, HTO HHTep^epOHOreHHa^L aKTHBHOCTB 

ajiJiocTaTHHa h ajuioc^epona cymecxBeHHO He pa3JiHMaeTca. CjieaosaTejiBHo, ajuiocTaxKH, 
npHo6peTaa cneixH<j)HHecKHe CBOHcraa, nojie3HBie rjw ero npHMCHeHira b KanecTBe 
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npOTKBOOnyxojieBOro npenapaTa, b to ace spew* coxpaHneT npncymyio ajuio<J)epOHy 

HMMyHOMOAyJIHpyiOmyK) aKTHBHOCTI>. Ha 3TOM OCHOBaHHH aJUlOCTaTHH MOvKCT 6bITb 

Hcnojn>30BaH b ohkojiofhh h apyrnx o6jiacTax, r#e 3TO mokct 6bitb none3Ho) b KanecTBe 
npenapaTa abohhoto aeficTBHa: npscworo (uhtotokchhcckhh m aHTHnpo;m4>cpaTKBHjbiH 3<$$eKT i 
noTeHt^HpoBaHHe 3(})4>eKTa ijHTocTaTHKOB) h onocpeAOBaHHoro (HMMyHOMoayjrapyioiiiero), 

IIpHMep 6. AHTHBHPVCHaH aKTHBHOCTb aJlJlOCTBTHHH 

B HCCJieAOBaHHax npOTHBOBiipycHoro achctbh^ anjiocTaTHHa b KanecTBe mozxcjih 
Hcnojn>30BajiH JieTajrbHYK) rpHnno3Hyio HH(j)eKUHio y 6ecnopoflHbix 6em>ix MtnneS o6oero nona 
Maccoii 14-16 r. B pa6oTe HcnojiB30Bajm Biipyc rpnnna A/Aichi/2/68 (H3N2), a^anropOBaHHMH 
k 6ejibiM MtiinaM. AjuiocTaTHH h ajuio^poH pacTBopnjiH b OTCTHJumpoBaHHOH Bo^e h bbo/ihjth 
\ jJCHBOTHMM no 0 ? 25 mji no^Ko^cHO H3 pacneTa 25 mkt Ha Mtniit (1,5 mt/kt seca). B KaHecrae 
iwaijeQo b kohtpojibhoh rpynne bboahjih AHCTHJiJiHpoBaHHyio Bo^y. JJjm onpexiejieHM 
npoTHBOBHpycHOH aKTHBHOCTH npenapaTOB HcnojiBSOBajiH npo^HJiaicraqecKyK) cxeMy 
BB^eHHH - o^HOKpaxHde BBe^eHHe npenapaTOB 3a 24 naca no ^ap&aceroDi. Bnpyc bbo#hjih 
jKhbothmm HHTpaHa3ajibHO no# jienoiM 3$Hpm>iM HapKoaoM b aose 3 h 30 LD 50 . B Kaacayio 
rpynny HaGjucnemia 6pajrn no 10 MMiiieiL Ha6jiK>AeHne 3a ^khbothbimh ocymecTBJiimH b 
TeneHHe 14 #Heit OmccHpOBajin CMepiHOCTB ^chbothbix b kohtpojibhbpc h ohmthmx rpynnax. 
PesyjiBTara 3KcnepHMCHTa npe#CTaBjieHM b TaGjini^e 5. 06a npenapaTa o6ecneTOBa.ra 
OOTHaKOBO 3<f>4>eKTHBHyK) 3aim*Ty ot JieTajn>HOH rpramo3Hofi HH^eicuroi y ivtbruiefi. 
TaicHM o6pa30M ? ajuiocTaraH coxpaiiaeT aHTHBHpycHyio aieraBHocTb, xapaicrepHyK) mm 
ajuio^epona, Ha 3tom OCHOBaHHH mo>icho npe^nojiaraTB, hto ajuiocTaraH mo>kct 6bitb 
HcnojibsoBan b KanecTBe aHTHBHpycHoro cpe^CTBa, KaK h ajuio<|>epoH. npH 3tom HanGojiee 
uejiecoo6pa3Ho ero npuMeHeHHe bmgcto ajHioc|)epoHa b cjiynae norparoaratfKfx cocTO^HJili, 
ooi>e^HHiKomHx BHpycHyio h OHKOJiorHMecKyio naTOJiorHK), HanpHMep npH onyxom 

BHpyCHOH 3THOJIOTHH HJIH RJW JieHCHKfl BHpyCHBIX 3a60JieBaHHH y OHKOJlOTHMeCKHX 60JTLHBIX. 



OopMyjia H3o6peTemia 
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1 . nenra£i>i 7 xapaicrepjoyeMbie o6mefi crpyKTypHOH (j)opMyjioii 
X! Trp Gly Gin X 2 

hjih mx 4>apMaueBTHHecKH npneMJieMbie cojih, hjih a^wpbi, hjih aM*mw, 
rae Xj OTcyTCTBycT, jihoo co#ep>KHT He \ieHee 1 aMHHOKHCjioTbi, 
X 2 OTcyrcTByeT, ;ih6o co£ep>KHT He MeHee 1 emmhokhcjiotm. 

2. nenra^ no n. 1, coaep^camufi jxo 30 aMHHOKHcnoTHbix ocTancoB, npeanoHTHTejibHO 5-15 

aMHHOKHCJIOTHBIX OCTaTKOB 

3. ITeimm no nn. 1 h 2, rzje X] Bbi6paH H3 rpynnw, co^ep^camefi 0 aMHHOKHCJiOT, His-Gly- 
Val-Ser-Gly-, His-Gly-Gly-Gly-, His-Val-Gly-Gly-, His-Gly-Gly-Gly-Gly-, Gln-Gly-Gly-Gly- 
Gly- a His-Gly-Gly-Gly- 

4. Ilerrnm no nn. 1 h 2, r^e X2 BbiSpan H3 rpynnbi, cotfepacaiijefi 0 aMHHOKHCJiOT, 
-His-Gly-Thr-His -Gly, -Gly-Gly-Thr-His-Gly, -Pro-His-Val-Gly-Gly, -Pro-His-Gly-Gly-Gly, - 
Pro-His-Gly-Gly-Gly-Trp-Gly, -Gly-Gly-Gly-Thr-His-Ser 

5. ITenTHA no n. 1, BLiopaHHbin H3 rpyimti, co^ep^camefi 

His-Gly-Val-Ser-Gly-Trp-Gly-Gln-His-Gly-Thr-His -Gly, His-Gly-Gly-Gly-Trp-Gly-Gln-Pro- 
His-Gly-Gly-Gly, His-Gly-Gly-Gly-Gly-Trp-Gly-Gln-Gly-Gly-Thr-His-Gly, His-Gly-Gly-Gly- 
Trp-Gly-Gln-Pro-His-Val-Gly-Gly, His-Val-Gly-Gly-Trp-Gly-Gln-Pro-His-Gly-Gly-Gly 5 Gln- 
Gly-Gly-Gly-Gly-Trp-Gly-Gln-Pro-His-Gly-Gly-Gly-Trp-Gly, His-Gly-Gly-Gly-Trp-Gly -Gin- 
Pro-His-Gly-Gly-Gly-Trp-Gly, 

6. BejiKii h nojomenmabi, b cocTaB KOTopbix bxo^t aMHHOKHCJioTHBie nocjietfOBaxejibHOcra 
no nn. 1-5 

7. ITeniwra no nn. 1-5, o6naziaK)mHe aHranpojiH^eparaBHOH h hhtotokchhcckoh 

aKTHBHOCTbK) 

8. Ilenmabi no nn. 1 -5 h 6cjikh h nojinnenraAM no n. 6, oonaAaiomHe npoTHBoonyxojieBOH 

aKTHBHOCTblO 

9. IlenTHAbi no nn. 1-5 h 6ejiKH h nojiHnenTH.zi.bi no n. 6, o6jiaziaK)u^He aHTHBHpycHOH 

aKTHBHOCTbK) 

10. UeuTimu no nn. 1-5 h SejiKH h nojinnenraflbi no n. 6, oGjiaflaioiiiHe 

HMMyHOMOJiyjlHpyiOmeM aKTHBHOCTMO 

1L XnMHHecKne coe#HHeHHH> He flBjunomnecH npnpoOTbiMH nenmrtaMH hjih 6ejiKaMH, 
o6jiaAaiomne aHranpojiH^epaTHBHOH, qHTOTOKCHHecKOH, npoTHBoonyxojieBOH hjih 

aHTHBHpyCHOH aKTHBHOCTbK), B COCTaB KOTOpMX BXO#HT aMHHOKHCJTOTHaS 




nocjie^OBaTaTbHOCTb, cootbctctbyioiij&ji nn. 1-5, hjih hx $apMai^eBinHecKH npHeMjieMue 

COJIH, HJIH 3$HpI>I 5 ILTH aMHflH 

12. OapMaueBTHHecKHe KOMno3HHHH, BKjnonaiomHe neimmti no nn. 1-5, hjih 6ejiKH h 
nojinnenTH^Bj no n. 6, hjih xhmhh cckkg coeAHHeHHH no n. 11, hjih hx <|)apManeBTOHecKH 
npHeMjiewue cojih. hjih acjmpu, hjih aMHjjKi 

13. Hcnojn>30Bamie nerromoB no nn. 1-5, hjih 6cjikob h nojinneiromoB no n. 6, mm 

XHMHHeCKHX COe^LKHCHHH no n. 11, HJIH HX ^apMaUCBTHHCCKH npHCMJICMBIX COJieH, HJIH 

34>HpoB 5 hjih aMHjioB Rjw npuroTOBjicHiia ^apMancsTHHCCKOH KOMno3HiiHH 5 o€>JiaaaK>ineH 

aHTHnpOJIH(J)epaTHBHOH, IXHTOTOKCH^eCKOH, npOTHBOOnyXOJieBOH HJIH aHTHBHpyCHOH 
aKTHBHOCTBK) 

14. Hcnojn>30Baroie nenxH^oB no nn. 1-5, hjih SejiKOB h nojiHnennmoB no n. 6, hjih 

XHMOTeCKHX COeAHHeHHH no n. 11, HJIH HX ^apMai^eBTHHeCKH npHGMJICMLIX cojiefi, HJIH 
34>HpOB, HJIH aMHJIOB, HJIH ^^^^W^^K^CKHX KOMn03H3GpfflS no U. 12 RJW JieHCHHS 

OHKOjiorHHecKHX 3a6ojieBaHHH 

15. Hcn0jib3OBaHHe nenrajioB no im. 1-5, hjih ScjikOb h nOjinnennmoB no n. 6, hjih 
XHMHHecKHX coe^HHeHHH no n. 11, hjih hx ^apMaijeBTHqecKH npneMJieMBix cojieH, hjih 
3<|>HpoB, hjih aMHjioB, hjih <J>apMaueBTHHecKHX KOMno3HD,HH no n. 12 jjjul jieneHiiH 

BHpyCHBIX HH^eKUHH 

16. HyKjieoTH^HLiii chkbchc, KOAHpyioiUHH jho6oh H3 nen*ra,aoB no nn. 1-5 

17. Beicrop, uojixommim nnx 3KcnpeccHH jiK)6oro H3 nenmzxoB no nn. 1-5 b KJieTKe-xos^HHe, 
KOTopaa 3KcnpeccnpyeT 3tot nennm nocjie TpaHC<J)opMaijHH, BKjnonan cjjparMeHT #HK, 
KOAHpyiomnn nenTHH no nn. 1-5 

18. KjieTKa-xo35iHH, TpaHC$opMiipoBaHHaa bcktopom no n. 17 
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Ta6jnma 1. roMOJionw cHKBeHca npefljiaraeMoro neunma h itphohobbix 
6ejiKOB MJieKororraiomHX. 



SEQ ID NO 1 
AjuiocraTifH 1 


His 


Gly 


Val 


Ser 


Gly 


m 








His 


Gly 




Thr 


His 


Gly 


SEQ ID NO 2 
PrPl Trast 
f 80-91 


His 


Gly 


Gly 




Gly 


Trp 


bfy 


0ln 


Pro 


His 


Gly 






Gly 


Gly 


SEQ ID NO 3 
PrPl Trast 
f 96-108 


His 


Gly 


Gly 


Gly 


Gly 


Trp 




Gin 




Gly 


Gly 




Thr 


His 


Gly 


SEQ ED NO 4 
PrP2 Trast 
f 64-75 


His 


Gly 


Gly 




Gly 




m 


Pin 


Pro 


His 


Val 






Gly 


Gly 


SEQ ID NO 5 
PrP2 Trast 
f72-83 


His 


Val 


Gly 




Gly 




M 


gin 


Pro 


His 


Gly 






Gly 


Gly 


SEQ ID NO 6 
PrP2 Trast 
f 88-100 


His 


Gly 


Gly 


Gly 


Gly 


i§ 


WA 


if 




Gly 


Gly 




Thr 


His 


Gly 


SEQ ID NO 7 
Prio bovin 
f 96-108 


His 


Gly 


Gly 


Gly 


Gly 


Stiff 




Gin 




Gly 


Gly 




Thr 


His 


Gly 


SEQ ID NO 8 
Prio bovin 
f 64-75 


His 


Gly 


Gly 




Gly 


Trp 


Gly 


Gin 


Pro 


His 


Gly 






Gly 


Gly 


SEQ ID NO 9 
PrP Human 
f 52-66 


Gin 


Gly 


Gly 


Gly 


Gly 


m 


m 


Gin 


Pro 


His 


Gly 


Gly 


Gly 


Trp 


Gly 


SEQIDNO10 
PrP Human 
f 69-83 


His 


Gly 


Gly 


Gly 




Trp 


£Jiy 


Gin 


Pro 


His 


Gly 


Gly 


Gly 


Trp 


Gly 


SEQIDNOll 
PrP Human 
f 85-97 


His 


Gly 


Gly 


Gly 




Trp 




Gin 




Gly 


Gly 


Gly 


Thr 


His 


Ser 


KoHceHcyo 

CHKBeHC 












Trp 


m 


Qln 

















Ta6jiHaa 2. CpaBHHTejiBHBiH aHaJiH3 aMHHOKHCJioTHtix nocne^OBaTeJiBHocTeH ajuiotyepoua 
1 h ajuiocTaTHHa 1 . 



Il03HqHH 


1 


2 


3 


4 


5 


6 


7 


S 


9 


10 


11 


12 


13 


SEQ ID NO 1 

AjIJlOCTaTHH 1 


His 


Gly 


Val 


Ser 


Gly 


Trp 


Gly 


Gin 


His 


Gly 


Thr 


His 


Gly 


SEQ ID NO 2 
Anmo(J)epoH 1 


His 


Gly 


Val 


Ser 


Gly 


His 


Gly 


Gin 


His 


Gly 


Val 


His 


Gly 



TaSjiHua 3. CpaBHirrejitHbiH aHajiHS oShjhx CxpyKTypHMx $opMyji ajuio^epOHOB h 

aHJlOCTaTHHOB. 



Ajuio(j)epoHi>i 


X, 


His 


Gly 


x 2 


His 


Gly 


Val 


x 3 


AjuiocTaTHHtr 




Tip 


Gly 


Gin 


x 2 



TaSjiHqa 4. KoMOHHHpoBaHHoe aghctbhg muoio$oc4)aMima h ajuiocTaTHHa Ha ciioco6hoctb 
onyxoueBbix kjictok jihhhh P388fll k o6pa30BaHHio flonepHHX kjiohob 



npenapaT 


KoHijeHTparoHH 


KOJI-BO KJIOHOB B 


CpeziHee koji-bo 






OT#eJIBHBIX jryHKax 


kjiohob 






1 


2 


3 




KoHTpOJIb 




16 


16 


12 


14,7+1,3 


HHKJIO^OC^aMHfl 


1,5 mkt/mji 


12 


19 


14 


15,0 ±2,1 


AlIJIOCTaTHH 


0,1 mkt/mji 


21 


20 


14 


18,3 ±2,2 




1 mkt/mji 


14 


19 


19 


17,3 ± 1,7 




10 mkt/mji 


16 


15 


21 


17,3 ±1,9 


HjHKJIO$OC$aMHfl 


1550 ht/mji + 0,1 mkt/mji 


8 


8 


9 


8,7 ± 0,3 


+ AJWOCTaTHH 


1550 ht/mji + 1 mkt/mji 


6 


6 


10 


7,3 ± 1,3 




1550 ht/mji +10 mkt/mji 


3 


4 


4 


3,7 ± 0,3 



Ta6jiraj;a 5. npoTHBOBiipycHaa aKTHBHOCTB npenapaTOB ajuiocTaniH h 
ajuio4>epoH b OTHOineHHH BHpyca rpHima A/Aichi/2/68 (H3N2) Ha MoaejiH 
jieTajiBHOH rpHirno3HOH hh^ckhhh y 6ejitix MMiueii. 



npenapaT 


flcm BHpyca, 


C MCpTHOCTb 


TIpoueHT 


CMepTHOcn> no 




LD 50 


JKHBOTHMX 


ra6ejm, % 


cyMMe nhyx no3 






(nano/3apaaceHO, 




BHpyca, % 






nrr.). 






Kohtpojib 


30 


10/10 


100 


90 




j 


8/10 


80 




Ajuio<j)epOH 


30 


6/10 


60 


50** 




3 


4/10 


40 




AjDIOCTaTHH 


30 


7/10 


70 


50** 




3 


3/10 


30 





BepO^THOCTb OTJtHHIia OT KOHTpOHH P< 0,01 



1 1 *Z ? $ 



PhC.1. OnHajILHBIH 3Tan OHHCTKH aJIJIO CT&T HHcl 1 MeTOflOM B33ICX. 



16 



M ■ i-', >: :| H.iiM'. I V,\> 5.11 VUilK 



t.l> -4. :'?iti r Jul Mr: h. 2 < i M= I: 



n.. 



J \ 



i a; 



Phc.2. Maccneiap ajuiocTaTHHa 1. 




Piic. 3. BjiHJimie ajijioeraTPma h anjio^epoHa Ha npojiH^epanjco 
onyxojieBLix kjigtok jihhhh P3 88,2(1 in vitro 



IS 




Phc. 4. IloAaBjieHHe pocTa onyxojiH y Mtiineft jihhhh DBA, HJvmjiaHTHpoBaHHMX 
KJieTKaMH CHHreHHoii jihm^okuihoh Heoraia3MM P388, npH kom6hhhp ob ehhom 
BBefleHioi mrrocTaTHKOB (xeMOTepanna) h ajuiocTaraHa 




0 0,01 0,1 1.0 10 

mkt/mji 



PucyHOK 5. UpojxyKum HHTep^epoHa JiemcoiurraMH nenoBeKa in 
vitro b npHCyTCTBHH anjio4>epOHa h ajuiocTaTHtia. 



20 

Pe(J>epaT 

OnHcwBaK)Tca HOBtie coeflHHeinia o6mefi $opMyjii.i I: X] Trp Gly Gin X 2 hjih hx 
4>apMaijeBTHHecKH npneMJieMBie cojih, hjih 3$upbi, hjih aMHflw, r^e Xi OTcvTcnsyeT, jikdo 
coaepMCHT He MeHee 1 aMHHOKHCJiOTW, X 2 OTcyTCTByeT, sm6o cojiepwMT He MeHee 1 

aMHHOKHCJIOTbl. CoeffllHeHHa OKa3MBaK>T IipOTHBOOnyxOJieBOe H aHTHBHpyCHOe fleHCTBHe 

nyreM noflaBjieiotJi npojiH^epaujHH onyxojieBtix KjieToic, noTeHipipoBaHHa aeficTBHa apynoc 
npoTHBoonyxojieBwx npenapaTOB, CTOMyjiflmiH MexamoMOB npoTHBoonyxoneBoro h 

aHTHBHpyCHOrO HMMyHHTeTa. 1 He3aBHCHMBIH H 17 3aBHCHMMX nyHKTOB 4)opMyjn>i 

HSoSpeTeHHa, 5 hjiji., 5 TaSjiHU.. 



ITepeHeHb nocjiejoBarejiBHOCTeft 



<1 10> HepHbim Cepren Mbohobmh; Chernysh Sergey Ivanovich 

<120> nporaBoonyxojieBbie n aHTHBHpycHtie nenTHUbi 

<160> 12 

<210> 1 

<211> 13 

<212>PRT 

<213> HcKyccTBeHHan nocjie^OBaTejTbHocTb 

<220> 

<223> AJinocTaTHH 1 
<400> 1 

His Gly Val Ser Gly Trp Gly Gin His Gly Thr His Gly 
1 5 10 

<210> 2 

<211>264 

<212>PRT 

<213> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 80-91 of Trast prion protein 1 precursor (PrPl Trast) 
<308> Swissprot P40242 
<309> 1995-02-31 
<400> 2 

His Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly 
1 5 10 

<210>3 
<211>264 
<212> PRT 

<213> Tragelaphus strepsiceros 

<220> 

<223> fragment AA 96-108 of Trast prion protein 1 precursor (PrPl Trast) 
<308> Swissprot P40242 
<309> 1995-02-31 



<400>3 

Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 
1 5 10 

<210>4 

<211>256 

<212>PRT 

<213> Tragelaphus strepsiceros 

<220> 

<223> fragment AA 64-75 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400> 4 

Gly Gly Gly Trp Gly Gin Pro His Val Gly Gly 

<2l0>5 

<211>256 

<212>PRT 

<213> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 72-83 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400> 5 

Val Gly Gly Trp Gly Gin Pro His Gly Gly Gly 

<210> 6 

<211>256 

<212>PRT 

<2l3> Tragelaphus strepsiceros 
<220> 

<223> fragment AA 88-100 of Trast prion protein 2 precursor (PrP2 Trast) 
<308> Swissprot P40243 
<309> 1995-02-31 
<400> 6 

Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 



<210>7 
<211>264 
<212>PRT 
<213> Bostaurus 
<220> 

<223> fragment AA 96 - 108 of Bovine prion protein 1 precursor (Prio bovin) 
<308> Swissprot Pi 0279 
<309> 1989-03-10 
<400> 7 

Gly Gly Gly Gly Trp Gly Gin Gly Gly Thr His Gly 

<210>8 
<211>264 
<212>PRT 
<213> Bostaurus 
<220> 

<223> fragment AA 64-75 of Bovine prion protein 1 precursor (Prio bovin) 
<308> Swissprot PI 0279 
<309> 1989-03-10 
<400> 8 

Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly 

<210>9 

<211>253 

<212>PRT 

<213> Homo sapiens 

<220> 

<223> fragment AA 52-66 of human prion protein precursor (PrP Human) 
<308> Swissprot P04156 
<309> 1986-11-03 
<400> 9 

Gin Gly Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly Trp Gly 

<210> 10 
<211>253 



<212>PRT 

<213> Homo sapiens 

<220> 

<223> fragment AA 69-83 of human prion protein precursor (PrP Human) 
<308> Swissprot P04156 
<309> 1986-11-03 
<400> 10 

His Gly Gly Gly Trp Gly Gin Pro His Gly Gly Gly Trp Gly 

<210> 11 

<211>253 

<212>PRT 

<213> Homo sapiens 

<220> 

<223> fragment AA 85-97 of human prion protein precursor (PrP Human) 
<308> Swissprot P04156 
<309> 1986-11-03 
<400> 11 

His Gly Gly Gly Trp Gly Gin Gly Gly Gly ThrHis Ser 

<210> 12 
<211> 13 
<212>PRT 

<213> Calliphora vicina 
<220> 

<223> Anjio<|>epoH 1 
<310>RU 2172322 CI 
<311> 1999.=12«27 
<312> 2001-08-20 
<400> 12 

His Gly Val Ser Gly His Gly Gin His Gly Val His Gly 
15 10 



